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Sir. 



1. 

BxMbitB. 



My 



AFFIDAVIT l]7a>ER37 CJPJfc. § 1.132 



I faioreiiay state as fidlowBi 



edwpgtiga pn4 r mfem wilf^ T g«perianaa w attached wMi my conicuhim vitae as 



2. iamcnia<^tfa]BiiBinediaveDloxBtftbeaba^ 
therafise ftanjliar Wlh tbe jbavodloiis dis^ 

3. 1 1^ isvi0W«d ^ dtdstanding 0£Boe AcCiaa dated Jxme 16, 2005 peocUiie 
ggp u ji t ftp ^h'v^^T'f in tif '■^ r***^ j^iicarinn- M additfoii 1o eoo8l4eimg llis oiitsts^^ 
Aodon, I have jffviewad the x^feieness oitod ftoain. i.e., U.a Fatent No. 5,618.955 to 
Mschoulam et sljcVlfddkMte'O and WO 96/37200 to Stoi^y aL C*Stor^, w ifv«31 as His 
psoidiBgolamis. I'bdievelbatllieaiiiieJpadoDRawttBBSOf Clato 

aad Qabw 1, 5, ^6, 22 and 25 based tmStordy are incoiieot and based on a mimiinlwB tainaag of 
tibffielbreiioes aadfhepsBdins daizDB. 



Tulependflpt 



Qaim 1 is dhected, in part, to a cm^ositiDiii fac oial sdndnisttation 
oongnising a natutally ocouning praontsor fbat is inetaboHsed to a coinpouiul having 
anant^umi^ activity fixT uso Bs B xoedloaiiisDt ¥diBr«n ^B^sxxam coixpdsBs a long duiiA 
palyiwsaiiiiated arad (IjCPUFA^ vbielh Is a pdyunsatuxated filter add of 16-28 oaiban 



bfcb I AVAILABLE COPY 



flt w i f having ftomj 2 to 6 dmiUe bonds, and having a moiety adetstsi fiom tlxe gmup consisting 
of methylated-^ bianshedp, cyclic-, eoq'ugated-t non-nutiiylene intem^ted-, epoocy-, fuianoid-, 
hydKWcyi-, aBylio-! toms-, and sckno, or wbndn fbs ptaomsor is ft LCPUFA or darivalive 
tit/a«ofofdieg6ii4aLfi>miiLlB.X: 



-C=sO 



I 



whBRm R ia lliB dkeoyi oKriety Of fte IX^ 
«yifi^2-6 dontilel](lnds, ^ridi the first dcwible bond at fbe o3 e6, e7, o? olZpostliao, connling 
from tfiBnoneBzbaac^Cinaaiyl} part of the nwilBeDte; and y^ieiB R" is selected ftom Oe gn»q> 
conaiaiiBg of iowv aOsyi* -OH;nHs, KHCHzC!3bOB. and an acid addition salt at eoniiUnL 

ftl&tGOt I 



5, JjuSspeodeitf ddm 16 ledtes, in pazt^ a jnelfaod of ireatbig an anaodamid^* 
ynaiii3itg4 ajhuKit Ubich conqsoiBQa a dmiai eteafaig to a patieadt liaving an ai)andmxdd&-iDsdiated 
g^iYwiimt an efiectLVb aou^iudof a compodliottooxiq^^ that is 

izietabblieedto a compamid having flTwndflmidfl attivi^ fbr iise as a xnedicameix^ wii^^ 
preomsor ccnx^iii^es an LCPUFA whicb is a polyunsatamted fatly aoid of 16-28 oaitoa atoms 



having Gxm l to 



6 dotifble hoods, and havii)g a todtty aelectod fimn the gcoi^ condstiog of 
metbylatedr-, htandied-, cydb-, coxgtiested-y non-modiyl^ intesrc^ted:^ epox^, fiiranoid-p 
hydiD3^, aE341&l tRms^, and selfiao. 



6. m tBcm "soandattddfi aclxviir' teEBXE tb an aisdvity salacted fiom the group 
^yhich conpiaesjan activity atufbutod to ttie dxiig 9-tetzdiydiocaimabinol (THC). aa well as 
affacta speoifio io anandfftnfdft and 1* and 2- monoazwhidooy^^ isomoa (hereafter 
dfioootedAO), and wiqw fiomTEZC, B has heea sqggpsted that flnrndnnride and AO aotivtties 
are ^oally, but'not naccasaxilyy xnediated by binding to Oo zooqifnr ciafis, koown as CBl and 
CB2 zaoeptora. Ihose mmdnmfde aotivittes ioetaidB, but are not limitsed to: antinooicfiption. 
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oatalw and ttMWJion of locomotor activity in vivo saA dispUeemant of 9- 



TnonoaffoWctenyl 
leoeptor aeSaa to 



t^nbydiocaiiiiabiJal (IHCX inhibiliott of adenjdnta oyolaso, inhiWlioii of oajoium ohaimds, 
Bffthptf"" of iflu>!?liolip8se Aa. xeteaBe of inteaodMar flaldwn lis Wiro and iaJjibliiQn of twitch 
napoaseexvtvo. 

7. ft has beea suggested that a feniUyafKABs and NAAs 83 \VBUa^ 



derides ate agaiiists of ansiidanude xec^tors (hece anandamido 
a raceptor tint aww'^T^'^" mi^ biiid to, inoludiiig CB1> CB2, son 
CB receptOM) aad elicit xeBponaea bmIqsotjs to that elicdted by anflndainidfi, Hie 
dhemical stajetotis of NAEs and NAAfl are tBsed on &«y adds and dapendrng on the 
spedfip fetty aoildfi estedfied Ihey have bean shown to have different activities. For 
yfbeceaB anandamide Sotecacla wtth both flie CBl receptor of the central 
natvwjs system and the CB2 receptor of the iamiUM system, patantolyeflianblamide 
may intetaot with the CB2 leccjitar butaot the CBl leoeptmr andhas an aiiti-liiflatnmatoiy efifect 
but no knofWDi nicuial eCGbct 



8. As one eldlled in the ait. it ^ paiHoaLttly amprising to we that a dietary 
preouiBor is aeleouvely taken by flie oeKttal nervona aystem and seteciively hwsojporated into 
the N-aoyl (^Ibsaio 
believe that it is 



nr n^i^ f- C^^AB") pool to aerve as a CB receptor-binding ligand. 6i addition, I 
romariaible that a dietary ptecocsor indwcea onily a small ctange in the 



phoqiholQiid aoyl coziqiositian butiiiduoes a laiige chaa^ 

9. Mtchcutam is directed to syalhetically ptroduoed polyunsatwraled felty acid 
amides andUwir derivaiives (collectively "iatJy acid amides") Ifaat are able to mhuic the efiesot of 
nflftTTnTly ft^'^ii Wg ffna n^"*'<'1«' Inam and bind to the caBaWaotd teogptar. T3»efe«yaeid 
amides in i/teohoulam at© final synthesis products and can escMbit physiological activity, They 
are tepMted as being useflil aiitiyB ingredients in phannacemical cojnpositions £br treatment of 
hiflammstiau, migraines, spasticity, glaucoma and multiple sdacosis. 



3 



A{ipl.Np. 10/089,658 



10. fix ooatrast to Afedbttfam, CSaini 1 raaites, in part, a oonqiaaiiion for oral 
fj^,wtn« fiifli iflclodeB a prwaisor (e.g. inteaaediaie) that Is mrtabpUazed to form a 
eoo^cniiid having anandamide activity. For exoi^le, the preoinsor oan be nataboHzed 
endogenowly « within Ha body of * himiMi bdixg to fiwm a oonipomd having annqt^mnld e 
activity. Caaveoiintly. Meehoulam is directed to a cax^poeittaa iitiTiy^Tig the end product Uiat 
exMbite frF n»t.rfyni<L activity and not the pwcuraor or intermediate c»pd>le of bang metabolized 
to foim a cong)oJid having imaadamidfi activity as As ana skillBd in the 
ait, Iwouldnot finkil£softcm/^ to meet each 

11. Stonfy is directed to dacosShexaonoio add, wldCh is a non-modified 
poIyuDSBtorated acid. Stonfy feils to diadoae or o»ggest the confounds eompriaing the 
ptecorsor long chain polyunsaturated fetty acids having fte moieties detailed in indepeodont 
Oaims 1 and 16. ! Afi one skflled in the art. I woiM not fi^ 

CMm 1 md i6. 

I furftiBr declare flirt aU statements made hiB(OT 
aU statemeaia make on naftttmaJion and belief are bdieved to be tme; and finttwr that tfiaae 
fitatemems were xnade y/iXb. the Imowledee &at willM filse Btatemarts and flie Uka so made are 
punishrfde by flai or impriaomnait, or both, nnder Seddon 1001, TMo 18, United States Code, 
and that villfiil Mao statements may jeoparfize ihe validily of this patent and any patent i^uiiig 



Dote: 



Print Name: ^^^^J Ca^jjSff (d\iA>t 
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